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ALLERGIC REACTION TO GRISEOFULVIN
ROBERTO QUERO, M.D., HABANA, CUBA
Despite the increasing use of griseofulvin,
reports concerning allergic reactions to this anti-
biotic are so rare as to be noteworthy. The present
case-report pertains to a physician who was pre-
viously known to be allergic to penicillin, who
experienced generalized pruritus, and an ery-
thematous and urticarial eruption disseminated
over his body as well as a dyshidrosiform eruption
of the hands and feet after the ingestion of griseo-
fulvin (Grisovin, Glaxo). He had prescribed this
for himself, on a regular schedule of 4 tablets a
day, in the treatment of a stubborn dermatophy-
tosis of the feet. When tbe patient was tested
intradermally with penicillin and griseofulvin,
there was a positive reaction of the immediate
wheal type to both antibiotics.
REPORT OF cAsE
J.F.L.M. a 55 year old physician consulted me
on Nov. 3, 1959 concerning exfoliation of the
hands and feet of one month's duration. The con-
dition appeared quite suddenly after the ingestion
of the third tablet of griseofulvin, with generalized
pruritus and a burning sensation of the skin, red
macules and wheals disseminated over the trunk,
abdomen and extremities and a vesicular and very
itchy eruption of the palms, lateral aspects of the
fingers and the soles. He also complained of an
eruption of the groins associated with mild pru-
ritus and followed by fine desquamation, which
disappeared in three or four days after its onset.
On examination, the palms appeared covered
with thick scales; and on the lateral aspects of
the fingers, circumscribed areas of desquamation
could be seen. On the soles there were scattered
deep round scabs and some sago-grain like vesicles
and pustules. On clinical examination, the skin
of the groins seemed to be free of fungous infection.
On the face, he presented a chronic eruption
of one year's duration that seemed to be inde-
pendent of the presenting condition. This eruption
had variously been considered as seborrheic
dermatitis or discoid lupus erythematosus by
other colleagues. Two biopsies performed on differ-
ent occasions had not established the diagnosis.
Skin changes consist of numerous lenticular, red,
and congested flat papules, some of them covered
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with fine not very adherent silvery scales, scat-
tered on the face, ears, lateral aspects of the neck
and V region of the chest. These lesions some-
times itched and produced a burning sensation;
and at times were more congested than at others.
The patient clearly stated that this eruption was
not influenced by the reaction produced by the
griseofulvin. The dermatophytosis of the feet
also remained unchanged. The patient before
coming to my office, had been submitted to many
laboratory tests the results of which were non-con-
tributory.
An inquiry into his familial and personal history
gave negative results. There was no reference to
any condition suggestive of atopy. The only
pertinent history he gave was his allergy to
penicillin. On several occasions he had reacted to
the oral or parenteral use of this antibiotic, with
urticaria and pompholyx; and once, with an
almost generalized exfoliative dermatitis.
INvEsTIGATION
Patch tests and intradermal tests were per-
formed with both penicillin and griseofulvin.
Pure penicillin in powder and tablets of griseo-
fulvin crushed into powder were used for the
patch tests; and a 1/1000 aqueous solution of
griseofulvin and 10 U of penicillin per ml. of water
for the intradermal tests. The patch tests were
left on for 48 hours. Both tests gave negative
results; and there was no apparent flare up thirteen
days later. One tenth of a ml. of each of the above
described antibiotic solutions, was injected intra-
dermally. On Nov. 11, both were negative. On
Nov. 24 when repeated, both intradermal tests
were positive. The reactions appeared about ten
minutes after the injection and lasted for about
one hour, fading progressively until a faint red
macule was left which also disappeared within 4
or 5 hours. At the site of the control test, there
was only a small pink macule which lasted 20 or
30 minutes.
Both positive tests had the characteristics of a
wheal. They were elevated above the surface of
the skin and their increase in consistency could
be felt by palpation. Both had an erythematous
halo and the grisenfulvin test presented three
perfectly clear pseudopodia, while the penicillin
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test presented only an irregular outline and one
questionable pseudopodium. The griseofulvin
wheal measured 1.5 cm. in diameter and the peni-
cillin wheal 1 cm. Both sites were initially painful
and later itched.
The patient was treated with a bland ointment
and within two weeks, the hands and feet were
normal. The eruption of the face remained un-
changed. On the probability that the eruption of
the face could be a light eruption, the patient is
now taking an antimalarial drug (Triquin, Bayer).
cOM'uENT
The eruption reported here is probably an ex-
ample of a common type of allergic drug reaction
due, in this case, to the ingestion of griseofulvin.
The sudden onset and widespread distribution
of the lesions, the symmetry of the hand and font
eruption, the predominance of erythematous and
urticarial lesions, the clear history of ingestion
of a new specific drug shortly before onset, the
disappearance of the eruption with the withdrawal
of the presumptive offending substance and finally
the positive immediate wheal reaction to the
cutaneous tests in this cnse was reproducing the
clinical lesions (1) all favor the opinion of an
allergic reaction produced by the ingestion of
grisenfulvin.
The history of a previous allergy to penicillin
might suggest that this case belongs to the cate-
gory of "group sensitivity" or "cross-reactions"
between drugs. But as Sulzberger states (2) the
species of penicillium from which the two anti-
biotics derive are quite different; and what is
more important, the chemical structure of griseo-
fulvin is known and has no basic relationship to
that of penicillin. Penicillin contains a benzene
ring and various side chains depending on the
type of penicillin (3). Griseofulvin, on the other
hand, contains a bcnzn-furan cyclnhexene nucleus
(4).
There is another statistical fact that speaks
against the assumption of a "group sensitivity"
in this case. Penicillin is the most common cause
of drug sensitivity. According to Magazine (5)
it causes over 80 per cent of all drug eruptions.
This well known fact is in contradiction to the
sparsity of references to allergic reactions pro-
duced by griseofulvin. Sulzberger (2) clearly sum-
marized this fact when he said, "I think if there
were common antigenic denominators in peni-
cillin and grisenfulvin, more people would show
hypersensitivity to both of these antibiotics."
Although this patient has a double and inde-
pendent sensitivity to two different species of
penicillin derivatives, it is noteworthy that he
can take with impunity chlnramphenicol and
other antibiotics of the tetracycline and erythro-
mycin groups.
SUMMARY
A case is reported of an urticarial and vascular
allergic eruption following the ingestion of
griseofulvin in a patient who was known to be
allergic to penicillin. As stated in the text, there
is no evidence of the existence of a common
antigenicity in griseofulvin and penicillin, or
immunologic cross-sensitivity to these two chem-
ically dissimilar antibiotics. Moreover, the bulk
of clinical experience indicates that patients
hypersensitive to penicillin are not generally
hypersensitive to griseofulvin. The present case
is, therefore, regarded as an example of a chance
association of two different and distinct hyper-
sensitivities.
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